A Survey of the Problem [Abstract] The buccal lining, at least a part of it and, to a less extent if at all, that of the pharynx, like the skin of the body surface generally, is of ectodermal origin and one might expect that they all should have some common features in their reaction to infections and to disturbances of the body metabolism. The buccal mucosa is moister, rather more delicate in texture and considerably more vascular than the general skin surface, features which are bound to influence the clinical pattern of lesions in this situation. The trauma resulting from constant movement of the buccal mucosa and from mastication and deglutition causes most bulla formations to be of very short duration, quickly being succeeded by ulcerations; the ulcers frequently become infected by any of the many organisms which inhabit the buccal cavity.
and from mastication and deglutition causes most bulla formations to be of very short duration, quickly being succeeded by ulcerations; the ulcers frequently become infected by any of the many organisms which inhabit the buccal cavity. The linings of the buccal cavity may reflect changes in the bodily health and metabolism, as exemplified in the pallor resulting from the aniemias and blood dyscrasias and the pigmentation of Addison's disease which is recognizable here before anywhere else in the body. In the blood dyscrasias as typified in leukeemia we must all have seen the distressing massive ulcerations of the mucosa in this region. These may be associated with skin lesions.
Further illustrations of such associations can be seen in acute myeloid leukemia with a buccal lesion and skin lesion, monocytic leukemia with an associated skin lesion and scurvy with submucosal hlmorrhages of the tongue and gross heemorrhagic extravasations into the soft tissues of the thigh. The story in this case is typical: the old person, usually male, who lives alone, does not bother to take fruits and green vegetables in his makeshift meals. Riboflavine deficiency in the diet which is also known to produce dermatoses is exemplified by a tongue showing marked atrophic glossitis.
The skin rashes and mouth ulcers of drug origin were mentioned.
Difficulty exists in the diagnosis of buccal lesions once syphilis, tuberculosis and malignancy have been eliminated, particularly when no skin lesion is present. This point is illustrated by an atypical tuberculous skin lesion of the palate and also a stomatitis nicotina of such an advanced nature that the question of malignancy had arisen.
Harrison (1953, J. Laryng. 67, 197 ) published a series of cases of buccal and pharyngeal ulceration, the aetiology of which was never explained despite exhaustive investigation. The buccal ulcerations resulting from Beh9et's disease as well as pemphigus and the different presentations in the buccal mucosa of lichen planus were also mentioned.
Finally the lesions found in the tongue, skin and eyelids in lipoproteinosis were described.
(All the conditions mentioned were illustrated by coloured slides.) Acknowledgments: Professor Lambert thanked all his colleagues for letting him have access to their patients and particularly Dr M Garretts and Dr G Auckland, the dermatologists at the Man- 
General Features
In epidermolysis bullosa simplex, blisters heal, without scarring; involvement of the nails and mucosm is a rare event, though inconvenient to the patient; blistering is often minimal and the disease shows a tendency to improve in early adult life so that the sufferers are rarely incapacitated by it. All degrees of severity are met in the dystrophic forms, and it is difficult to determine the genetics of the malady unless a large sibship is studied carefully, so as to distinguish a single gene effect from that of modifying genes. However, there does seem to be one variety which is invariably lethal; the affected infants usually succumb within three months of birth from infection and inanition. Death may also occur in the more mutilating forms of the disorder and growth may be interfered with to such an extent as to cause stunting amounting to dwarfism. The intelligence does not seem to be affected, despite reports to the contrary; in the present small series one boy has an IQ of nearly 160, whilst a girl has one of less than 50. It should be borne in mind, however, that the more severely affected children may be educationally retarded because of the physical handicaps imposed by the disease, and the patient may appear to be duller than he really is.
Pathology andPathogenesis
Little definite is known of the pathogenetic mechanism whereby the gene produces its effect; it is reasonable to assume that an enzyme system is defective, as a result of which the cells of the epithelial surfaces do not adhere properly to themselves or to the subjacent connective tissues. The severer dystrophic forms of the disease display a marked inflammatory reaction as a consequence of the blistering, and this is often followed by scarring as the lesion heals. Secondary infection is more likely to occur with deeper lesions, and death from staphylococcal septicemia is the usual outcome in the lethalis variety of the disease. volved. Little could be done to prevent blistering, and the difficulties of rearing an infant with perennially denuded buccal and pharyngeal mucosae need little imagination. These children often had to be fed through fountain-pen fillers, and for long periods throughout childhood their food would have to be finely minced, since attempts to swallow even a few meat fibres might produce fresh lesions on an already partially stenosed pharynx.
This often happened in Case 3, and he might then be unable to swallow any food at all for several days until the inflammatory reaction had subsided. Such children are reluctant to eat because of the dysphagia produced, and it is not surprising that they fail to thrive and that growth is stunted. (Esophageal spasm and blistering is another common cause of dysphagia in these unfortunate patients; Cases 5 and 6 illustrate this. Nasal lesions may interfere with breathing and dental caries with overcrowding of the teeth, due to under-development of the mandible as a result of masticatory impairment, is the rule. Microstomia may follow repeated blistering of the lips and circumoral skin, and the 'bite' is considerably reduced in most of these patients. As the individual grows older, there is a tendency for the disease to become less severe, but the sufferer also learns by experience and will avoid hot drinks, rough food, large particles and anything which might produce blistering of the affected mucous membranes.
Scarring is quite common and may resemble that seen after corrosive poisoning. Such scars may later become the site of a squamous cell carcinoma; these have been reported as occurring both in the mouth and the oesophagus, as well as in the skin.
Dystrophic Epidermolysis Bullosa Treated with Corticosteroids
The early reports of the treatment of epidermolysis bullosa with cortisone were disappointing, when they were not conflicting. It was not until 1959, when I was faced with a desperate case of the lethal variety of the disease (Case 1) that I had an opportunity to try the effect of large doses of cortisone in the treatment of a patient. I was encouraged to try the effect of large doses because of the clear-cut benefit which suppressive doses of cortisone have on the course of the disease in patients suffering from pemphigus vulgaris and other allied conditions. In these it seems clear that, if the blisters can be suppressed without producing serious side-effects, there is a reasonable chance of achieving a cure. Epidermolysis bullosa and pemphigus are, of course, very different diseases but it seemed justifiable to attempt to suppress the blistering with high dosage of the hormone.
Case 1 A full-term, first-born, baby boy; normal pregnancy and labour. Blisters noted on the buttocks at first and all the nails were said to be 'bloody'; this is a feature of the severer dystrophic form of the disease, the nails often being the first site affected by blistering, even in utero, leading to shedding of the nails. Blisters soon appeared elsewhere, the mouth, nose and pharynx were extensively denuded, and the infant's general condition had deteriorated rapidly by the end of the second week. Treatment was then begun with cortisone, 50 mg daily in divided doses by mouth. Blistering became less marked and the dosage was slightly increased. The condition seemed to improve, for no further blisters appeared. Reduced dosage led to recurrence, especially on the mucose, and the higher dose was reinstituted. After a day or two signs of congestive failure appeared, attributed partly to the 'water-logging' effect of the hormone, and dosage was again reduced. This led to further blistering, complicated by candida infection. Increasing the dose failed to control the disease and the child died after a month's treatment. Autopsy reve-aled a perforation of the lower end of the ileum which was the site of ulceration, and staphylococcal septicemia. There was also a patent ductus arteriosus which may have played a part in precipitating the cardiac failure.
Encouraged by the success in controlling blistering, albeit temporarily in this case, I decided to treat another older boy who was in hospital about the same time. Diameter now 7 mm stomy becauseof his severepharyngeal stenosis. Radiographs taken before treatment began showed the calibre of his upper pharynx to be reduced to 1 5 mm (Fig 1) , and it is not surprising that he found difficulty in swallowing meat fibres. Treatment led to a rapid improvement in his general condition, and his weight increased from less than 3 stone to 4j stone in a little over six weeks. He was able to swallow with comparative ease and is now able to eat a fairly reasonable diet. Examination under anrsthesia by Mr James Crooks showed the presence of a flap-like scar in the pharynx, but as this was pointing in the right direction, i.e. away from the mouth, it did not exert a valve-like action and he could swallow with ease. The boy was able to undergo successful reconstructive surgery on his grossly deformed hands and is doing very well.
Case 4 A baby girl, born with blisters on her right hip and feet, later developed a few lesions in the mouth. Treatment was begun promptly with moderate doses of prednisolone and this successfully controlled the skin and the mucosal lesions.
Case 5 Schoolgirl, aged 8 years, with severe mutilating form of the disease, leading to syndactyly, also had a stenosis of the cesophagus at the level of the angle of Louis, and complained of dysphagia and discomfort in the substernal region after eating. She was still getting mucosal lesions on the tongue and cheeks and showed the usual dental defects of the disease. She responded to quite moderate doses of the steroid hormone.
Case 6 Another example of the severe mutilating variety in a girl aged 18 years, who also exhibited infantilism, with stunting of growth and had a severe degree of oligophrenia. There were no gross defects seen on barium swallow but she had difficulty in mastication because of blistering inside the mouth. The skin and mucosal blisters were well controlled by the steroid hormone and successful reconstruction of her grossly deformed hands was completed.
Case 7
A premature (36-week) male, first-born, delivered by COsarean section, and thought to have paronychia involving all 20 digits. Was placed on the premature routine and on passage of nasal tube it was noted that the epithelium was grossly denuded. Blisters began to appear in the mouth and on the limbs and buttocks. He required 38 mg triamcinolone to control the blistering, and despite one or two exciting moments the dose was gradually reduced to 2-mg daily. He is now 10 months old and has thrived well on this dosage.
Conclusion
There is no doubt that cortisone and allied compounds have an important role to play in the management of severe epidermolysis bullosa. Although it is too early to say what the long-term outcome will be, it looks as if it may be possible to prevent the severe scarring and mutilation that is a particularly distressing feature of this malady. The beneficial action of cortisone seems to be due to two independent effects: (1) By controlling the inflammatory process, which plays a large part in worsening the condition in severer forms of the disease, tissue damage is reduced, and also the liability to blister. (2) There seems to be good evidence that these hormones inhibit, or in some way put right, the mechanism whereby the cells are prevented from adhering together; in other words, they allow a normal process to proceed. There is some evidence that these hormones act at an intracellular membrane. It is an attractive hypothesis that the membranes concerned are those forming de Duve's lysosomes in the case of the purely inflammatory reactions; but another site inside the cell must be postulated to account for their effects in restoring the normal adhesive mechanism of the epidermal cells. With more efficient diagnosis and treatment, the importance of specific infections such as tuberculosis and syphilis, which may present as granulomata of the nose and throat, has diminished. Yaws, leprosy and scleroma can be discounted though they obviously must be excluded in those who come from endemic areas.
Still to be considered is sarcoidosis which has a predilection for the ala nasi andthe nose generally. Here 
